immature normal rats (Moon, 1937 a) . The realization that certain contaminants present in crude preparations caused the release of endogenous ACTH soon, however, resulted in aban¬ donment of the normal animal as the assay subject, and its re¬ placement by the more sensitive hypophysectomizcd rat. Two procedures using such animals were developed a) to follow7 the preparation, purification and isolation of potent ACTH fractions: (1) the 15-day adrenal weight main¬ tenance test and, (2) (Reinhardt & Li, 1951 b) , and elsewhere. Thus, Stack-Dunne & Young (1951) 
METHODS
Male rats of the Long-Evans strain were employed. Hypophysectomy was carried out by the parapharyngeal route. After operation, the animals were allowed free access to this labora¬ tory's wet Diet I,*) and were maintained in a constant tem¬ perature environment. Adrenal weight maintenance tests were carried out by a technique previously described ; results are expressed in terms of relative activity (AWF) with respect to the potency of a standard preparation. Ascorbic acid depletion assays were carried out by a modifica¬ tion of the well known Sayers' test (1948) ; the results are expressed in terms of relative potency (AAF) hypophysectomized rats in a 3 hour test (Sayers et al., 1944) , using the cholesterol procedure of Schoenheimer & Sperry (1934) . Thoracic Li & Pedersen (1950) L 2043-4M Li (1951a) (Geschwind et al., 1950a) . Further evidence was presented by Li et al. (1943) (Williams et al., 1951 Examination of the data in Table 5 discloses that the in¬ volution of the thymus produced by ACTH stimulation of the Speirs (1951) (Speirs & Meyer, 1949) , by that found after ACTH administration to the adrenalectomized rat given large doses of vitamin B-12 (Ralli, 1951) , and by turpentinetreatment of the adrenalectomized dog (Cartwright & Hamil¬ ton, 1951 .
The histological appearance of the adrenals obtained from certain of these experiments has been investigated. Thus with the Marx »b« preparation, the authors state, »These slightly heavier adrenals did not show the characteristic histological changes resulting from minimal doses of ACTH.« With the Li »a« preparation we learn that »... the adrenal cortex was only slightly increased in width. The cortical cells were also slightly larger in the experimental than in the control animals. The lipid distribution as shown by Sudan Orange was the same as in the controls. What increase in size of the adrenal occurred, appeared to be due to enlargement of the medulla rather than of the cortex.« Also, with the Li »b« preparation, the width of the cortex and the lipid distribution was stated to be similar to the control picture, with the »increase in size . . . due to hyperplasia and hypertrophy of the medullary cells and in¬ creased vascularity of the medulla.« Similarly, the histological changes in the cortices of the adrenals in the last two experi¬ ments listed in Table 7 , were negligible.
In the light of these results, it becomes mandatory to reexamine the results of Stack-Dunne & Young (1951 (Reinhardt & Li, 1951a) .*) Such preparations exhibit the previous or even increased ascorbic acid activity after such treatment , and the adrenal weight maintenance fac¬ tor is not altered by such treatment (Ulrich et al., 1951 (1951) have shown that an acid peptide preparation which possessed no effect on the thymus, when alum-treated, exhibited an effect on the thymus similar to that shown by the control protein listed in Table 4 .
In conclusion, it may be remarked that the evidence which has been presented and discussed in the foregoing, insofar as it bears on the question of a multiplicity of ACT hormones, is reminiscent of a similar situation with regard to the posterior pituitary hormones (Irving & du Vigneaud, 1943 
